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SmrthKlme Beecham 
Pharmaceuticals 

November 14,200O 
4357 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, Maryland 20852 

Re: Docket No. OOD-1424; Draft Guidance for Industry on 
Analytical Procedures and Method Validations: 
Chemistry, Manufacturing and Controls 
Documentation 
Federal Register, August 30,200O (65FR169) 

Dear Sir/Madam: 

The draft guidance, according to the Notice issued at the time of the publication is 
intended to provide recommendations to applicants on submitting analytical procedures, 
validation data and samples to support the identity, strength, quality, purity and potency 
of drug substances and drug products. 

Provided herein, are detailed specific comments on the aforementioned draft guidance. 

SmithKline Beecham welcomes the opportunity to work with FDA and industry in 
crafting improved versions of this draft guidance. 

Director 
North America Regulatory Affairs 
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CONFIDENTIAL PROPRIETARY 
MATERIAL 

THE MATERIAL CONTAINED HEREIN IS TRADE 
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INFORMATION AND PRIVILEGED OR 

CONFIDENTIAL UNDER THE ADMINISTRATIVE 

’ PROCEDURE ACT AND FDA’S FREEDOM OF 

INFORMATION REGULATIONS AND MAY NOT BE 

DISCLOSED EXCEPT AS PROVIDED THEREIN. 
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IN ADDITION, NO COPYING OF ALL OR ANY PART 

OF THESE MATERIALS IS PERMITTED WITHOUT 

THE WRITTEN CONSENT OF SMITHKLINE 

BEECHAM PHARMACEUTICALS, UNLESS COPYING 

IS OTHERWISE AUTHORIZED BY LAW. 

@SMITHKLINE BEECHAM PHARMACEUTICALS, 2000. 
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FDA Guidance for Industry for public comment: 
Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls 

Documentation 
6 

Posted: 8/30/2000, Publish Date: 8/30/2000 

SB Pharmaceutical Technologies Comments 

Section Guidance Line Comment Rationale 

(or page W 

III 114 Remove requirement to provide comparative It is not always possible to run the regulatory 
data with regulatory procedure for an alternative method due to difficulty in reproducing 
analytical procedure satisfactory experimental conditions; this is often 

I 
the reason that an alternative method is 
developed. 

If an alternative analytical procedure has been 
fully validated it should stand on its own. 

VI 324 Insert ‘where known’ before ‘the type of impurity’ It may not be possible to unequivocally identify 
the source of all chromatographic peaks. 

VII 419,420 Relocate paragraph to separate section on 
Supporting Data for Regulatory Filings’ 

Method validations are working documents; 
inclusion of a lot of supporting data will make 
them unwieldy for daily use 

0 
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SB Pharmaceutical Technologies comments on FDA Guidance for Industry: 
Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation 

Section Guidance Line 
(or page #> 

VII 450 - 453 

VII 498 - 514 

VII 535 

VII 535 

XI 814 

XI 1044 

Comment 

Relocate paragraph to separate section on 
‘Supporting Data for Regulatory Filings’ 

Relocate paragraph to separate section on 
‘Supporting Data for Regulatory Filings’ 

Clarify wording in header to table for Assay 
Dissolution Measurement etc 

Delete column for Specific Tests 

Add a sentence ‘Unless a specific column 
manufacturer is specified.’ after ‘...analytical 
procedure description.’ 

Remove 

Rationale 

Method validations are wocking documents; 
inclusion of a lot of supporting data will make 
them unwieldy for daily use 

Method validations are working documents; 
inclusion of a lot of supporting data will make 
them unwieldy for daily use 

It is not clear whether the column header refers 
to Dissolution Assay and Content/Potency, or 
Assay, Dissolution and Content/Potency 

All recommended tests are qualified by the 
subscript ‘may be needed in some cases’ which 
gives no clear guidance as to whether they 
should or should not be undertaken 

Defining a specific column manufacturer 
automatically defines the column construction 

Not necessary to include the rationale for 
selection of the dissolution medium in the 
method and validation. The rationale will be 
discussed in the Dev Pharmaceutics section of 
the filing. 
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SB Pharmaceutics/ Technologies comients on FDA Guidance for Industry: 
Analytical Procedures and Methods Validation - Chemistry, Manufacturing, and Controls Documentation 

Section Guidance Line Comment Rationale 
(or page W 

XI 1059 Remov? The method may be used for more than one 
sample type with different acceptance criteria. 
These are normally defined separately from the 
method in specifications or protocols. 

XI 

XI 

1061 

1068 

Add ‘and/or calibration testing’ after ‘system 
suitability criteria’ 

To cover the use of spectroscopic methods of 
analysis and to make it consistent with the 
recommendations of section XI C. 

Clarify wording of this sentence. The sentence is ambiguous. It is not clear 
whether it is referring to completion of the 
dissolution test or to the subsequent analysis or 
to both. 
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/ DHL AitwayS, 1.x. {c) 333 Twin Dolphin Drive, Redwood City, CA 340% -...,lii-‘i i ,, # 

This is a summary of our main terms and conditions. Our full terms and 
conditions are on display and available fmm DHL Service Centers and in 
our Worldwide Express Guide. 

5. Claims: 
If you wish to submits claim br s lost (includes misdeliiered) or 
damaged shipment. tie shipper must 

‘Submit the claim in writing. 
‘Your claim must be received within So days 

from the date fiat we accept your shipment. 
‘Send 01 take your claim to your nearest DHL office. 

6. Consequentlal Damages: 
We are not hable for tie followmg. whether they arise in contract or 
any other form of civil action. including negligence. end even if they 
wre DHL’s faun: 

1. DHL’s Contract wlth you: 
Theee terms and conditions. along with those set cut in our Worldwide Express 
Guide, sre all tie terms of the wnirsct between you, tie sender of tie ship- 
ment and us. DHL. When you tender a shipment to us, you accept our tertns 
for you, the sender and for anyone else who has en expressed interest in the 
shbment Our terms and conditions also protect anyone who we msy wnbsct to 
uillect transport or deliver your shipment No employee of DHL or anyone else 
has Ihe auQwity to change sny of cur terms or condiions. or make any promises 
on our behalf. The terms and condkfom of this airbill shall govern in the event 
of sny inconsistencies that might exist in any other transportation documents 
accompanying this shipment. 

2. What shipment means: 
A shipment means all documents or percek mat travel under one air.ve.y bill, not 
just any single documentar envelope included in s shipment. You cetify tiat 
the shipmentdeteils em complete and eccwete. You agree that all shipments 
may be carried by any means. including air, mad or any other carder unless 
you give us specfic instructions to the wnbsly. 

3. International Shipments: 
You appoint DHL es your agent to wndwt Customs entry end clear- 
sme end certify DHL es your consignee solely for the purpose of 
designating DHL as your Customs Broker lo perform Customs env 
end clearance. 

4. Shipments we do not acce t: 
We do not accept es s shipment en YE ing that is considered s restricted 
article or hazardous material by the Department of Transportation (DOT), 
International Air Trsnspolt Asscciation (IATA). or the lnternationsl Civil 
Aviation Or~antiaQon (ICAO). 

We do not accept any shipments that contain ilwms that we cannot 
transport legally or safely, includinQ. but not limited to: 

Animals Perishables 
C”n*ncy Precbus Metals 
Liquor Precious stones 
Plents Negotiable Items in Bearer Form 

For full information shout shipments we cannot accept for shipping, 
please contact your nearest DHL Sewice Center. 

Please note: We will not review a claim until all shipping and any other 
related charges owed have been paid to DHL. 

6. Delayed Shlpments: 
We will meke evw tirt to deliver your shipment according to our 
regular delivery schedules. DHL is not liable for any delays, even il 
they *re our faault in: 

‘Picking up e shipment 
‘Transporting s shipment (including delays caused by diversions) 
‘Delivering a shipment 

DHL resewes tie right, without admitting lisbilky. to relund trens- 
portstionlshipping charges. but is not obligated to d-a se. 

7. Circumstances beyond our control: 
We are not llabls I a shipment is lost( include misdelhwed) or 
damaged because of circumstances beyond our control. These 
clrcumstsnces include: 

‘A,, “Act of God”. for example an earthquake, cyclone. storm or flood 
““Force Majeure” for example wsr. plane crssh or embsw 
“Any defect or characteristic to do with the nature of tie shipment 

even if known to us when we accepted ll 
“Any &ion or omission by anyone outside DHL. For example: 
-The sender of the shipment 
-The receiver 

An Interested third party 
. Custms or government officials 
. The postal sewice. another carrier or a third party who we contract 
to delver to destinations that we do not sew dimctiy. 
We are not liable e-18” if the sender did not ask for or know about 8 
third party delivery agreement. 

We are al50 net liable for electrical M ma~netk damage to. or erasure 
of. elec+mnic or phokxraphic images or recordinQs. 

------ ‘- 

P&AGE (Recipient’s) CQPY 

* Consequen~kzl or special damages or loss 
*Other indirect loss *Breech of Otherc.,“t,scts 
Consequential damages or bss Include. but sre not limited to lost: 
* ,“cOme f Profits * Interest f IAs*ets * use of contents 

9. Extent of our liability: 
Our liabflii for s lost OT demaged shipment Q limited to the lowest 
of these 3 amounts: 

'US $100, or 
‘The actual amount of the loss or damage, or 
7he actual vekm of the document or ~xlmel. This 
does not include any commercial unit; or speCieI 
value to the shipper or any other person. 

10. What “Actual value” means: 
The lowest of the following amounts. determined es at tie time and 
place we accepted tie shipment: 

Documents (meaning any shipment without commercial value): 
*The cost of r&&g, rewnstnrcting or reconstihlting tie documents 

Parcels (meaning any shipment wkh commercial value): 
7he cost of repairing or replacing the parcel. or 
The reswle or fair ins&e1 value of the parcel 
The actual value of a parcel csnlxlt be more than tie original cost m 
you plus 10 percent. 

11. lf the transpottation of a shipment involves sn ukimste destination 
or stop in a ~unby other than the country of departure, the Warsaw 
Convention limks our liabilky for loss or damage to such shipment. 
You agree that your shipment may be carried via intermediate stop- 
ping places which we deem appropriate. 

12. We recommend that you insure your shiljment witi DHL. We 
can ermnge insurence for you up to US $5 million. Please note fhat 
our shllment insurance does not cwer Mnsequential damages. or 
loss or damage caused by trensportetbn delays. If you do not request 
Shipment Insureme on tie tint of this airway bill, you sssume all 
risks Of loss or ds”IsQe. 


